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ANSWER 1 OF 
2000:384548 
133 :39116 

Genes and polypeptides involved in insulin signaling pathways for glucose 

tolerance, obesity, and longevity and their uses as therapeutic and 

diagnostic tools 

PCT Int. Appl., 4 02 pp. 

CODEN: PIXXD2 

Ruvkun, Gary; Ogg, Scott 

Disclosed herein are novel genes and methods for the screening of 
therapeutics useful for treating impaired glucose tolerance conditions, as 
well as diagnostics and therapeutic compns . for identifying or treating 
such conditions. The Caenorhabditis elegans metabolic regulatory genes 
daf-2 and age-1 encode homologs of the mammalian insulin 

receptor/phosphoinositol 3-kinase signaling pathway proteins, resp. Also, 
the C. elegans PKB kinase and AKT kinase act downstream of these genes, as 
their mammalian homologs act downstream of insulin signaling. The C. 
elegans PTEN lipid phosphatase homolog, DAF-18, acts upstream of 
AKT in this signaling pathway. Further, the DAF-16 forkhead protein 
represents the major transcriptional output of this insulin signaling 
pathway. Addnl . evidence indicates that the DAF-16, DAF-3, DAF-8, and 
DAF-14 transcriptional outputs of converging signaling pathways regulate 
metabolism The congruence between the C. elegans and mammalian insulin 
signaling pathways strongly supports the contention that new genes 
identified in the C. elegans pathway also act in mammalian insulin 
signaling. Exemplary sequences and functional characteristics of the C. 
elegans daf genes and their human homologs are provided. 
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